ARC syndrome is a rare autosomal recessive disease, characterized by arthrogryposis, renal tubular dysfunction and cholestasis. Herein a 2.5 month old infant with dysmorphic features, including small anterior fontanel, low set ears, beaked nose and high arched palate is presented who was referred because of icterus. He also suffered from some additional anomalies, including unilateral choanal atresia, club foot, and bilateral developmental dislocation of hip, while further studies showed renal tubular acidosis and hearing impairment in addition to cholestasis. Genetic studies showed a homozygous mutation in the VIPAS39 gene. Making the definite diagnosis of the syndrome is important, while increased risk of mutation in other siblings highlights the importance of prenatal diagnosis.
M A N U S C R I P T A C C E P T E D ACCEPTED MANUSCRIPT
Response) test was performed which was abnormal. Genomic DNA of the patient was screened for mutations in VPS33B and VIPAS39 genes using Sanger sequencing and identified a homozygous missense c.1130G>C point mutation (SCV000258931) in VIPAS39 which cause arginine to proline amino acid change (Arg377Pro). Both parents were found to be heterozygous carriers of this mutation ( Figure 1 ).
Discussion
ARC syndrome is a rare disease that usually manifests by arthrogryposis, renal tubular dysfunction and cholestasis. Herein clinical feature of a patient is presented that was similar to previous case reports; so, genetic study was done which confirmed the diagnosis. This is the first report of the c.1130G>C mutaton in VIPAS39, which encodes VIPAR. Our patient has a severe ARC phenotype which suggests that arginine at position 377 is important to VIPAR function (9) .
M A N U S C R I P T A C C E P T E D ACCEPTED MANUSCRIPT
Additional feature in our patient was unilateral choanal atresia. There is an increased prevalence of autosomal recessive disorders in consanguineous populations. As siblings have one in four chance of inheriting the same disorder, the importance of prenatal diagnosis cannot be overemphasized. Therefore as mutation is confirmed in this family, prenatal test could be done on chorionic villus sample or amniotic fluid. This practice is important, especially in the Middle East region, where there are high rate of consanguinity and increased frequency of autosomal recessive disorders (10). 
